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(54) METHOD OF SEPARATING OPTICAL ISOMERS 

(57) The present invention provides a method for 
separating optical isomers, which enables the optical 
resolution of compounds which could not sufficiently be 
resolved optically by the reversed-phase chromato- 
graphic methods of the prior art. The present invention 
further provides a method for separating optical isomers 
by liquid chromatography with a separating agent com- 
prising a polysaccharide derivative as the active compo- 
nent, which comprises conducting the chromatographic 
separation under the reversed-phase conditions by 
using a basic mobile phase. 
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Description 

Field of the invention: 

5 [0001] The present invention relates to a method for separating optical isomers by liquid chromatography with a sep- 
arating agent comprising a polysaccharide derivative as the active ingredient. 

Description of the Prior Art: 

10 [0002] As well known, optical isomers of a compound generally differ in the activities for the living body, though they 
are chemically the same. Accordingly, it is extremely important in the fields of drugs, agricultural chemicals and bio- 
chemistry-related industries to prepare an optically pure compound for the purpose of enhancing drug effects per unit 
dose and inhibiting side effects and drug-induced sufferings. Preferential crystallization, diastereomeric method, chro- 
matography, enzymatic method, and separative membrane method have been known as means for the separation of 

15 isomeric mixtures, i.e., optical resolution. Among them, chromatography is generally widely employed, because efficient 
optical resolution can be attained by simple and easy operation. 

[0003] The separating agent to be packed into a column used in chromatographic optical resolution includes optically 
active polymethacrylate esters, optically active polyacrylamides, optically active crown compounds, optically active 
amino acid derivatives and polysaccharide derivatives. In particular, a separating agent comprising a polysaccharide 
20 derivative is excellent in separating power and general-purpose properties and therefore is used in the optical resolution 
of many compounds. Several separating agents comprising polysaccharide derivatives respectively are disclosed in 
US-A-4,81 8,394, US-A-4, 86 1,872, US-A-4,91 2,205, US-A-5,202,433, and so on. 

[0004] The optical resolution with such a separating agent is conducted mainly under so-called normal-phase condi- 
tions wherein an organic solvent such as hexane/2-propanol mixture is used as the mobile phase. However, it is difficult 

25 to elute a highly polar compound under normal-phase conditions, while many highly polar compounds are used as 
drugs. Thus, optical resolution only by normal-phase chromatography is not satisfactory for all compounds. Under these 
circumstances, methods of optical resolution by reversed-phase chromatography have also been developed. For exam- 
ple, described are mixtures of water with ethanol in US-A-4,81 8,394, mixtures of water-soluble organic solvents with 
acids in JP-A-5-346,423, mixtures of water-soluble organic solvents and buffers in JP-A-5-21 5,736, mixtures of water- 

30 soluble with water in US-A-5,724,043 and mixtures of water-soluble organic solvents with water or buffers containing 
various salts in JP-A-3-27,326 as the mobile phase to be used in the reversed-phase chromatography. However, these 
mobile phases are neutral or acidic, and many compounds could not be optically resolved by the use of such a neutral 
or acidic mobile phase. 

[0005] Accordingly, the problem that the present Invention is to solve is to provide a method for separating optical iso- 
35 mers which permits optical resolution of compounds which could not sufficiently be optically resolved by the reversed- 
phase chromatographic methods of the prior art. 

Summary of the Invention 

40 [0006] The inventors of the present invention have intensively studied and have found that the above problem can be 
solved by using a basic mobile phase under reversed-phase conditions. Namely, the present invention relates to a 
method for separating optical isomers by liquid chromatography with a separating agent comprising a polysaccharide 
derivative as the active ingredient, wherein the chromatographic separation is conducted under reversed-phase condi- 
tions by using a basic mobile phase. 

45 [0007] In other words, the present invention is a method for separating optical isomers by liquid chromatography filled 
with a separating agent comprising a polysaccharide derivative as the active component in the reverse phase condition 
using a basic mobile phase. 

[0008] The term "reversed-phase conditions" means using a mobile phase which contains water. 

[0009] The polysaccharide to be used as the raw material for preparing the polysaccharide derivative according to 

so the present invention may be any optically active one selected from among synthetic polysaccharides, natural polysac- 
charides and modified natural polysaccharides. In particular, it is preferable to use cellulose, amylose, (3-1,4-chitosan, 
chitin, p-1,4-mannan, (5-1 ,4-xylan, inulin, ot-1,3-glucan or (5-1 ,3-gIucan, because such a polysaccharide can easily be 
prepared as a high-purity product. It is preferable that the polysaccharide have a number-average degree of polymeri- 
zation (i.e., a mean number of pyranose or furanose rings contained per molecule) of 5 or above. Further, the upper 

55 limit thereof is preferably 500 or below from the standpoint of handleability, though it is not particularly restricted. 

[0010] The polysaccharide derivative to be used in the present invention is one prepared by substituting part or all, 
preferably at least 85%, of the hydroxyl hydrogen atoms of the above polysaccharide, and includes esters, carbamates 
and ethers thereof. Among them, carbamates of polysaccharides are preferable, aromatic carbamates thereof being 
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still preferable. Specific examples of the polysaccharide derivative to be favorably used in the present invention include 
amylose tris (3,5-dimethylphenylcarbamate), cellulose tris(3 f 5-dimethylphenylcarbamate) and cellulose tris(4-methyl- 
benzoate). 

[001 1] The above polysaccharide derivative is used as the separating agent in a particle state or in a state supported 
5 on a carrier such as silica gel. The use thereof in a supported state is conventional. 

[0012] The basic mobile phase to be used in the present invention is one prepared by adding a basic compound to a 
mixture comprising water and a water-soluble organic solvent. The preferable proportion of water and a water-soluble 
organic solvent is in the range of 90/1 0-40/60(v/v). The preferable additional amount of the basic compound is 10-100 
mmol for water. 

10 [001 3] Preferable examples of the water-soluble organic solvent include acetonitrile, methanol, ethanol and 2-propa- 
nol, and those of the basic compound may include either of inorganic compounds and organic compounds. Specifically, 
basic inorganic salts such as phosphates, carbonates and borates; and hydroxides such as quaternary ammonium 
hydroxides, tertiary oxonium hydroxides, quaternary phosphonium hydroxides and secondary iodonium hydroxides. 
Among them, it is still preferable to use a basic phosphate such as K 2 HP0 4 or Na 3 P0 4 or a mixture thereof, and a basic 

15 borate such as Na 2 B 4 0 7 or a mixture thereof with H 3 B0 3 . 

[0014] The present invention enables the optical resolution of compounds which could not sufficiently be resolved 
optically by the reversed-phase chromatographic methods of the prior art, which widens the variety of objects of optical 
resolution. 



20 Brief Description of the Drawings 



[0015] 



Fig. 1 is a column chromatogram of propranolol as obtained in Example 1; 
25 Fig. 2 is another column chromatogram of propranolol as obtained in Comparative Example 1; 

Fig. 3 is a further column chromatogram of propranolol as obtained in Comparative Example 2; 

Fig. 4 is a column chromatogram of alprenolol as obtained in Example 2; 

Fig. 5 is another column chromatogram of alprenolol as obtained in Comparative Example 3; 

Fig. 6 is a further column chromatogram of alprenolol as obtained in Comparative Example 4; 
30 Fig. 7 is a column chromatogram of pindolol as obtained in Example 3; 

Fig. 8 is another column chromatogram of pindolol as obtained in Comparative Example 5; 

Fig. 9 is a further column chromatogram of pindolol as obtained in Comparative Example 6; 

Fig. 10 is a column chromatogram of nefopam as obtained in Example 4; 

Fig. 11 is another column chromatogram of nefopam as obtained in Comparative Example 7; 
35 Fig. 12 is a column chromatogram of chlorprenaline as obtained in Example 5; 

Fig. 13 is another column chromatogram of chlorprenaline as obtained in Comparative Example 8; 

Fig. 14 is a column chromatogram of metixene as obtained in Example 6; 

Fig. 15 is another column chromatogram of metixene as obtained in Comparative Example 9; 

Fig. 16 is a column chromatogram of perisoxal as obtained in Example 7; 
40 Fig. 17 is another column chromatogram of perisoxal as obtained in Comparative Example 10; 

Fig. 18 is a column chromatogram of tolperisone as obtained in Example 8; 

Fig. 19 is another column chromatogram of tolperisone as obtained in Comparative Example 11; 

Fig. 20 is a column chromatogram of eperisone as obtained in Example 9; 

Fig. 21 is another column chromatogram of eperisone as obtained in Comparative Example 12; 
45 Fig. 22 is a column chromatogram of propafenone as obtained in Example 10; 

Fig. 23 is another column chromatogram of propafenone as obtained in Comparative Example 13; 

Fig. 24 is a column chromatogram of profenamine as obtained in Example 11; and 

Fig. 25 is another column chromatogram of profenamine as obtained in Comparative Example 14. 



so Examples 



[0016] The present invention will now be described in detail by referring to the following Examples and Comparative 
Examples, though the present invention is not limited by them. 

[0017] The parameters "k ,w and "a" used in the Examples and Comparative Examples are defined as follows: 

55 

k' (capacity ratio) = retention time of a compound - dead time 

dead time 
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a (separation factor) : 



k' of more strongly adsorbed compound 
k' of more weakly adsorbed compound 



5 Example 1 

[0018] The optical resolution of propranolol was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 10) of K 2 HP04/Na 3 P04 and CH 3 CN at a volume ratio of 70 : 30. The column used was a 
stainless steel column having a length of 15 cm and an inner diameter of 0.46 cm and filled with a stationary phase 
10 comprising silica gel and amylose tris (3,5-dimethylphenylcarbamate) supported thereon. The flow rate of the mobile 
phase was 0.5 ml/min and the column temperature was 25°C. The eluted optical isomers were detected by the use of 
an ultraviolet detector at a wavelength of 254 nm. The chromatogram thus obtained is shown in Fig. 1 , and the retention 
times and capacity ratios of both enantiomers and the separation factor are given in Table 1. 

15 Comparative Example 1 

[0019] The optical resolution of propranolol was conducted by using as the mobile phase a mixture comprising H 2 0 
and CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the same as in Example 1. The chro- 
matogram thus obtained is shown in Fig. 2, and the retention times and capacity ratios of both enantiomers and the sep- 
20 aration factor are given in Table 1 . The separation of propranolol into enantiomers failed. 

Comparative Example 2 

[0020] The optical resolution of propranolol was conducted by using as the mobile phase a mixture comprising a 0.5 
25 M aqueous solution of NaCI0 4 and CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the 
same as in Example 1. The chromatogram thus obtained is shown in Fig. 3, and the retention times and capacity ratios 
of both enantiomers and the separation factor are given in Table 1 . The separation of propranolol into enantiomers 
failed. 



30 



35 



40 



Table 1 



Propranolol 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex. 1 


37.7 


40.73 


9.56 


10.41 


1.09 


Comp. Ex. 1 


25.05 




6.02 




1 


Comp. Ex. 2 


8.83 




1.47 




1 



45 



50 
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Example 2 

[0021] The optical resolution of alprenolol was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 10) of K 2 HP0 4 /Na 3 P0 4 and CH 3 CN at a volume ratio of 70 : 30. The other experimental con- 
ditions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 4, and the retention times 
and capacity ratios of both enantiomers and the separation factor are given in Table 2. 

Comparative Example 3 

[0022] The optical resolution of alprenolol was conducted by using as the mobile phase a mixture comprising H 2 0 
and CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the same as in Example 1: The chro- 
matogram thus obtained is shown in Fig. 5, and the retention times and capacity ratios of both enantiomers and the sep- 
aration factor are given in Table 2. The separation of alprenolol into enantimers failed. 

Comparative Example 4 

[0023] The optical resolution of alprenolol was conducted by using as the mobile phase a mixture comprising a 0.5 M 
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aqueous solution of NaCI0 4 and CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the same 
as in Example 1 . The chromatogram thus obtained is shown in Fig. 6, and the retention times and capacity ratios of both 
enantiomers and the separation factor are given in Table 2. The separation of alprenolol into enantiomers failed. 



Table 2 



Alprenolol 




retention time (min.) 


capacity ratio (k*) 


separation factor (a) 




1 


2 


1 


2 




Ex.2 


29.63 


36.17 


7.3 


9.13 


1.25 


Comp. Ex. 3 


22.28 




5.24 




1 


Comp. Ex. 4 


8.54 




1.39 




1 



Example 3 

[0024] The optical resolution of pindolol was conducted by using as the mobile phase a mixture comprising a 20 mM 
20 aqueous solution (pH 10) of K 2 HP04/Na 3 P0 4 and CH 3 CN at a volume ratio of 70 : 30. The other experimental condi- 
tions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 7, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 3. 

Comparative Example 5 

25 

[0025] The optical resolution of pindolol was conducted by using as the mobile phase a mixture comprising H 2 0 and 
CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the same as in Example 1. The chromato- 
gram thus obtained is shown in Fig. 8, and the retention times and capacity ratios of both enantiomers and the separa- 
tion factor are given in Table 3. The separation of pindolol into enantiomers foiled. 

30 

Comparative Example 6 

[0026] The optical resolution of pindolol was conducted by using as the mobile phase a mixture comprising a 0.5 M 
aqueous solution of NaCI0 4 and CH 3 CN at a volume ratio of 70 : 30. The other experimental conditions were the same 
35 as in Example 1 . The chromatogram thus obtained is shown in Fig. 9, and the retention times and capacity ratios of both 
enantiomers and the separation factor are given in Table 3. The separation of pindolol into enantiomers failed. 



Table 3 



Pindolol 




retention time (min.) 


capacity ratio (k*) 


separation factor (a) 




1 


2 


1 


2 




Ex.3 


12.35 


14.82 


2.46 


3.15 


1.28 


Comp. Ex. 5 


11.08 




2.1 




1 


Comp. Ex. 6 


5.04 




0.41 




1 



50 Example 4 

[0027] The optical resolution of nefopam was conducted by using as the mobile phase a mixture comprising a 20 mM 
aqueous solution (pH 9) of Na 2 B 4 0 7 /H 3 B0 3 and CH 3 CN at a volume ratio of 60 : 40. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 10, and the retention times and 
55 capacity ratios of both enantiomers and the separation factor are given in Table 4. 
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Comparative Example 7 

[0028J The optical resolution of nefopam was conducted by using as the mobile phase a mixed solvent comprising a 
0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 60 : 40. The other experimental conditions 
5 were the same as in Example 1 . The chromatogram thus obtained is shown in Fig. 1 1 , and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 4. The separation of nefopam into enan- 
tiomers failed. 



Table 4 



Nefopam 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex.4 


16.30 


20.78 


3.53 


4.77 


1.35 


Comp. Ex. 7 


7.49 




1.08 




1 



20 Example 5 

[0029] The optical resolution of chlorprenaline was conducted by using as the mobile phase a mixture comprising a 
20 mM aqueous solution (pH 9) of Na 2 B 4 0 7 /H 3 B0 3 and CH 3 CN at a volume ratio of 60 : 40. The other experimental 
conditions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 12, and the retention 
25 times and capacity ratios of both enantiomers and the separation factor are given in Table 5. 

Comparative Example 8 

[0030] The optical resolution of chlorprenaline was conducted by using as the mobile phase a mixed solvent compris- 
30 ing a 0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 60 : 40. The other experimental condi- 
tions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 13, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 5. The separation of chlorprenaline into 
enantiomers failed. 

35 

Table 5 



Chlorprenaline 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex.5 


10.22 


11.25 


1.84 


2.13 


1.16 


Comp. Ex. 8 


5.16 




0.43 




1 



45 

Example 6 

[0031] The optical resolution of metixene was conducted by using as the mobile phase a mixture comprising a 20 mM 
aqueous solution (pH 9) of Na 2 B 4 07/H 3 B03 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
so were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 14, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 6. 

Comparative Example 9 

55 [0032] The optical resolution of metixene was conducted by using as the mobile phase a mixed solvent comprising a 
0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 15, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 6. The separation of metixene into 
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enantiomers failed. 



Table 6 



Metixene - Chlorprenaline 




retention time (min.) 


capacity ratio (k*) 


separation factor (a) 




1 


2 


1 


2 




Ex.6 


21.11 


60.54 


4.86 


15.82 


3.26 


Comp. Ex. 9 


5.33 




0.48 




1 



Example 7 

15 

[0033] The optical resolution of perisoxal was conducted by using as the mobile phase a mixture comprising a 20 mM 
aqueous solution (pH 9) of Na 2 B 4 0 7 /H 3 BO, and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 16, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 7. 

20 

Comparative Example 10 

[0034] The optical resolution of perisoxal was conducted by using as the mobile phase a mixed solvent comprising a 
0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
25 were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 17, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 7. The separation of perisoxal into enan- 
tiomers failed. 



Table 7 



Metixene - Chlorprenaline 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex.7 


25.22 


45.42 


6.00 


11.62 


1.94 


Comp. Ex. 10 


5.47 




0.52 




1 



40 Example 8 

[0035] The optical resolution of tolperisone was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 9) of Na2B 4 0 7 /H 3 B03 and CH 3 CN at a volume ratio of 40 : 60. The other experimental con- 
ditions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 18, and the retention times 
45 and capacity ratios of both enantiomers and the separation factor are given in Table 8. 

Comparative Example 1 1 

[0036] The optical resolution of tolperisone was conducted by using as the mobile phase a mixed solvent comprising 
so a 0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 19, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 8. The separation of tolperisone into 
enantiomers failed. 



55 
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Table 8 



Tolperisone 




retention time (m in.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex.8 


11.78 


13.82 


2.27 


2.84 


1.25 


Comp. Ex. 1 1 


4.79 




0.33 




1 



Example 9 

15 [0037] The optical resolution of eperisone was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 9) of Na2B 4 07/H 3 B03 and CH 3 CN at a volume ratio of 40 : 60. The other experimental con- 
ditions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 20, and the retention times 
and capacity ratios of both enantiomers and the separation factor are given in Table 9. 

20 Comparative Example 12 

[0038] The optical resolution of eperisone was conducted by using as the mobile phase a mixed solvent comprising 
a 0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 60 : 60. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 21, and the retention times and 
25 capacity ratios of both enantiomers and the separation factor are given in Table 9. The separation of eperisone into 
enantiomers failed. 



Table 9 



Eperisone 




retention time (min.) 


capacity ratio (k*) 


separation factor (a) 




1 


2 


1 


2 




Ex.9 


15.03 


17.27 


3.18 


3.77 


1.19 


Comp. Ex. 12 


5.02 




0.39 




1 



Example 10 

40 

[0039] The optical resolution of propafenone was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 9) of Na 2 B 4 C>7/H 3 B0 3 and CH 3 CN at a volume ratio of 40 : 60. The other experimental con- 
ditions were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 22, and the retention times 
and capacity ratios of both enantiomers and the separation factor are given in Table 10. 

45 

Comparative Example 13 



[0040] The optical resolution of propafenone was conducted by using as the mobile phase a mixed solvent comprising 
a 0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
so were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 23, and the retention times and 
capacity ratios of both enantiomers and the separation factor are given in Table 1 0. The separation of propafenone into 
enantiomers failed. 



55 
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Table 10 



Propafenone 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex.10 


9.70 


11.12 


1.69 


2.09 


1.24 


Comp. Ex. 13 


4.74 




0.32 




1 



Example 1 1 

15 [0041] The optical resolution of profen amine was conducted by using as the mobile phase a mixture comprising a 20 
mM aqueous solution (pH 9) of Na2B 4 0 7 /H 3 B03 and CH 3 CN at a volume ratio of 40 : 60. The other experimental con- 
ditions were the same as in Example 1 . The chromatogram thus obtained is shown in Fig. 24, and the retention times 
and capacity ratios of both enantiomers and the separation factor are given in Table 1 1 . 

20 Comparative Example 14 

[0042] The optical resolution of profenamine was conducted by using as the mobile phase a mixed solvent comprising 
a 0.1 M aqueous solution (pH 4.7) of KPF 6 and CH 3 CN at a volume ratio of 40 : 60. The other experimental conditions 
were the same as in Example 1. The chromatogram thus obtained is shown in Fig. 25, and the retention times and 
25 capacity ratios of both enantiomers and the separation factor are given in Table 1 1 . The separation of profenamine into 
enantiomers failed. 



Table 11 



30 



35 



Profenamine 




retention time (min.) 


capacity ratio (k') 


separation factor (a) 




1 


2 


1 


2 




Ex. 11 


16.34 


17.66 


3.54 


3.91 


1.10 


Comp. Ex. 14 


5.22 




0.45 




1 
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45 



50 



Claims 

1. A method for separating optical isomers by liquid chromatography filled with a separating agent comprising a 
polysaccharide derivative as the active component in the reverse phase condition using a basic mobile phase. 

2. The method according to claim 1 , in which the basic mobile phase is a solution comprising a basic compound and 
a mixture of water with a water-soluble organic solvent. 



3. The method according to claim 2, in which the basic compound is a basic inorganic salt. 

4. The method according to claim 2, in which the basic compound is a phosphate. 

5. The method according to claim 2, in which the basic compound is K 2 HP0 4 , Na 3 P0 4 or a mixture thereof. 

6. The method according to claim 2, in which the basic compound is a borate. 

55 7. The method according to claim 2, in which the basic compound is Na 2 B 4 0 7 or a mixture thereof with H 3 B0 3 . 

8. The method according to claim 1 , in which the polysaccharide derivative is a polysaccharide carbamate. 
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9. The method according to claim 1, in which the polysaccharide derivative is amylose tris(3,5-dimethylphenylcar- 
bamate). 



5 
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Fig. 1 



Pig. 2 
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Fig. 3 



Fig. 4 
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Fig- 7 



Fig. 8 
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Fig- 9 



Fig. 10 
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Fig. 11 
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Fig. 13 
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Fig. 15 
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Fig. 17 
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Fig, 18 
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